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NDA 88-635 % 2 /(g&/

Danbury Pharmacai, Inc.
Attention: Nessim Maleh

131 Kest Street, P.O, Bax 256
Danbury, CT 06810

Gentlemen:

Reference 1s mede to your abbreviated new drug application deted
December ©, 1983, submitted pursuant to Section 505(b} of the Federal

i;'osgd, Drug, and Cosmetic Act for Amitriptyline Hydrochloride Tabiets,
mg.

Reference is also made to our letter dated January 27, 1984 and your
response dated February 22, 1984 enclosing final printed labeling and
ac¢ditional information.

The applicatfon provides for you to repackage the drug product filed by

DN ()4 - Confidential Business

We have completed the review of this abbreviated new drug appiication and
have concluded that the drug is safe and effective for use as recommended
in the submitted labeling. Accordingly, the application is approved.

Any significant change in the conditions outlined ia this abbreviated new

drug application requires an approved supplemental application before the
change may be made, except for changes made in conformance with other

provisfons of Section 314.8 of the new drug regulations.

This Administration should be advised of any change in the marketing
status of this drug.

For Initial Campaigns: We request that you submit, in dupiicate, any
proposed advertising or promotional copy which you intend to use in your
immecdiate advertising or promotional campaigns, Please submit all
proposed materials in draft or mock-up form, not final print. Submit
both copfes together with a copy of the proposed or final printed
labeling to the Division of Drug Advertising and Labeling (HFN-240).
Also, pleasa do not use Form FD-2253 for this submission.
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For Subsequent Campaigns: We call your attention to Regulation 21 CRR
310.300 (b){3) which requires that wmaterial for any subsequent
advertising or promotional campaigns, at the time of their initial use,
be submitted to our Division of Drug Advertising and Labeling (HFN-240)
with a completed Form FD-2253. A copy of Form FD-2253 is enclosed for
your convenience.

The enclosures summarize the conditions relating to the approval of this

application.
(;7 sfely fou
} \ /% /
/ Q Ui — d X
rv ife, H.D.
Director
pivision of Generic Dr
0ffice of Drug Standards
Nationa) Center for Drugs and Biologics
Enclosures!

Conditions of Approval of a New Drug Application
Records & Reports Requirements
Form FD 2253

cc: BOS-DO
HFN-530
HFN-5
HFN-313
HFN-616
KJohnson/JMeyer/CSmith
R/D INITIAL JMeyer
mm:3/1/84 (0798A)
Approved

Lt 3-/- 54
'fj\M{%32¢ ?X\\%q'
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27. SYNTHESIS (8¢)
See NDA 56 -- §53
20. RAN MATERIAL CONTROLS (4d,0)
8, NEW OCRUG SUBSTANCE
See NDA §4 - §.53
b, OTHER INGQREQIENTS
See NDA Se - 8’5’3
29. OTHER FiRM(s) (81)
Manufacturer and applicant in compliance, memo dated 1/4/84..L. Hartley
30. MANUFACTURING AND PROCESSING (34.Mi.k)
See NDA L 835’3
31, CCNTAINER (g8i) -
Glass snd HDPE containers, all tested in accord with USP
32. PACKAGING AND‘LABELING (81,m)
satisfactory
33. LABORATQRY CONTROLS (In-Procese and Finished Dosage Form) (3n)
satisfactory
34. STABILITY (8p) . . .
Protocol submitted, applicant will use 2 year expiry
35. CONTROL NUMBERS (8¢)
accounted for
36, SAMPLES AND RESULTS (9)
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To be revised...see medical officer's review

SIOLO5IC AVAILASILITY b)4
N. A. applicant is repackager, manufacturer is -( )— '-

ESTASLISAMINT INSFLCTION

Applicant and manufacturer in compliance

COMPCHINTS, CONMPDSITION, MANUFACTURING, CONTROLS
‘controls are satisfactory, al1 usp testing for final product by

repackager requested

PALRAGIRG Applicant to use glass and HDPE containers identical to manufacturer

STAEILITY:
Protocol: Ssame as manufacturer

applicant requests 4 years, same as manufacturer, no data, den1ed
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REMARKS & CONCLUSION:
1 . '

o Revision requested in labeling 2 year expiry recommended
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Desription of container closure system and tests. )
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AMITRIPTYLINE WYDROCHLORIDE TABLETS, USP LAREL
SANMPLE

DESCRIPTION: Amitriptyline HC1, a dibenzocycloheptadiene derivative,
is a white or practlically white, crystalline compound that is freely
soluble in water,

1t is deslignated chemically as 10,11-d1hydro-N,N-dimethyl-5H-dibenzo
[a,d] cycicheptene-A%,v -propylamine hydrochloride. The molecular
weight ig 313.87. The empirical formula is CéOHH3N-HCI, and the
structural formula is: ‘

CH3

+ / -
=CHCH CHpHH < €1
\

CH3

ACTiONS: Amitriptyline HC1 is an antidepressant with sedative effects,
Its mechanism of action in man is not known. It 1is not a monoamine
oxidase inhibitor and it does not act primarily by stimulation of the
central rervous system,

Amitriptyline inhibits the membrane. pump mechanism responsible for
uptake of norepinephrine and serotonin in adrenergic and serotonergic
neurons. Pharmacologically this action may potentiate or prolong
reuronal activity since reuptake of these biogenic amines 1s important
physiologlcally in terminating its transmitting activity. This
interference with reuptake of nerepinephrine and/or serotonin is

velieved by some to underiie the antldepressant activity of amitriptyline.

INDICATIONS: VFor the relief of symptoms of depression. Endogenous

depression is more likeiy to be alleviated than are other depressive
states.

CONTRATIN TION Amitriptyline HC1l is contraindicated in patients
wno have shown prior hypersensitivity to it. it should not be given
concomitzntly with monoamine oxiduse innipitors. Hyperpyretic crises,
3 uisicns, and deaths have occurred in patlents receiving
tricyelic antidepressants and monoamine oxidase innibiting drugs
simultaneously. When it is desired to replace a monoamine oxidase
inhibitor with amitriptyline, 3 minimum of 14 days should be allowed
to elapse after the former is discont inued. amitriptyline HC1 should
then be Initlated cautiously with gradual increase in dosage until
optimum response 1s achieved.

This drug 1s not recommerded for use during the acute recovery phase
foilowlng myocardial infarction.

WARNINGS: Amitriptyline HC1 may block the antihypertensive action
of guanethidine or similarly acting compounds.

it should be used with caution in patilents with a history of selzures
and, because of its atropine-like acti 1, in patients with a history
of urirary retention, angle-closure el icoma, or increased intraocular
pregsure. In patlents with angle-closure glaucoma, even average doses
may preciplitate an attack.

Patlents with cardiovascular disorders should be watched closely.
Trieyelic antidepressant drugs, including amitriptyiine, particularly
when given in high doses, have been reported to produce arrhythmias,
sirus tachycardia, and prclengation of the conduction time. Myocardial
infarction and stroke have been reported with drugs of this class.

Close supervision is required when amltriptyline 1s given to hyperthyroid
parients or those recelving thyroid medication.

This drug may impair mental and/or physical abilities required for
performance of hazardous tasks, such as cperating machkinery or driving
a motor venicle.

Amitriptyline may enhance the response %o alcchol and the effects of
barbiturates and other CN: depressants. in patients who may use

alcohiol excessively, it should be borne in mind that the potentiatlion

may increase the dangsr irherernt in any suicide attempt or overdosage.
Delerium has been reported with concurrent administration of amitriptyline
and disulfiram.

Usage in Pregnancy: Safe use of amitriptyline during pregnancy and

lactatlon has not been established; therefore, in administering the

drug to pregnant patients, nursing mothers, or women who may become

pregnant, the poesible benefits must be weighed against the vossible
hazards to mcther and child.

Arilmal reproduction studies have been inconclusive and clinical
experlence has been limited.
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Ol urinary petention, angle-closure glaucoma,tor increased intraocular
pressure. In patlents with angle-closure glaucoma, even average doses
may precipitate an attack. }

Patlents with cardiovascular disorders should be watched closely.
Triecyclic antidepressant drugs, including amitriptyiine, particularly
when given 1in high doses, have been reported to produce arrhythmias,
sinus tachycardia, and prolengation of the conduction time. Myocardial
infarction and stroke have been repurted with drugs of this class.

Close supervision is required when amltriptyline is given to hyperthyroig
pattients or those receiving thyroid medication.

This drug may impair mental and/or physical abilities required for
performance of hazardcus tasks, such as coperating machinery or driving
a motor vehicle.

Amitriplyline may enhance the response to alcchol and the effects of
barbiturates and other CN& depressants. In patients who may use

alcohol excessively, it shouid be borne in mind that the potentiation

may Increase the danger inherent in any suidide attempt or overdosage.
Delerium has been reported with concurrent administration of amitriptyline
and disulfiram.

Usage 1n Pregnancy: Safe use of amitriptyline during pregnancy and

lactatlon has not been established; therefore, in administering the

drug to pregnant patients, nursing mothers, or women who may become

pregnant, the possible benefits must be weighed against the possible
~ . N hazards to mother and child.

Animal reproduction studies have been inconclusive and clinical
experience has been limited.

Usage in Children: In view of the lack of experience in children, the
drug 1s not recommended at the present time for patients under 12 years
of age.
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Cirdiovasculur
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Hypotension, hypertenzion, © rardia, paipitation,
revion, arrhythmias, heart b ¢k, ¢ rcke.

CNL und Neuromuscular: Confusional states; dlsturbed concentration;
disorientatiaon; delusions; hallucinations; exci Lty anxicty;
restlessness; insomnia; rightmares; numbne inzting, and

pares ' the extremnities; peripher rieuropas Ivroordination;
avaxia; alteration in patterns; extrupyramidal
symptoms; nitus; syndrome of inappropriate ADH (antidiuretc
hcrmone) secretion.

Antichollnersi Dry mouth, blurred visio disturbance of
accommodating increased intraccular pressu ,» constipation,
paralytic ileus, urinary retention, dilaticn of urinary tract.

Allergic: Skin rash, urticaria, photo-sensi ization, edema of face R - e
and tongue. :

Hematclogic: Bone marrow depression including agranulocytcsis,
leuxopenia, eosinophilin, purpura, thrombocytopenia.



Gastrointestinal: Nausea, epigastric distress, vomiting, anorexia, J
stomatitis, peculliar taste, diarrhea, parotid swelling, black tongue.
Rarely hepatitis (including altered liver function and jaundice).

Endocrine: Testlcular swelling and gynecomastia in the male, breast
enlargement and galactorrhea in the female, Increased or decreased
libido, elevation and lowering of blood sugar levels.

Other: Dizziness, weakness, fatigue, headache, weight gain or loss,
increased perspiration, uriniry frequency, mydriasis, drowsiness.

Withdrawal Symptoms: Abrupt cessation of treatment after prolonged
administration may produce nausea, headache, and malaise. Gradual
dosage reduction has been reported to produce, within two weeks,
translent symptoms including irritability, restlessness, and dream

and sleep disturbance. These symptoms are not indicative of addiction.
Rare instances have been reported of manla or hypomania occurring
within2-7days following cessation of chronic therapy with tricyclic
antidepressants.

DOSAGE AND ADMINISTRATION: Oral Dosage - Dosage should be initilated
at a low level and increased gradually, noting carefully the clinical
response and any evidence of intolerance.

Initial Dosage for Adults - Twenty-five mg. three times a day usually
1s satisfactory for outpatients. If necessary this may be increased
to a total of 150 mg. a day. Increases are made preferably in the

late afternoon and/or bedtime doses. A sedative effect may be apparent
before the antidepressant effect 1s noted, but an adequate therapeutic
effect may take as long as 30 days to develop.

An alternate method of 1nitiating therapy in outpatients 1s to begin
with 50 to 100 mg. amitriptyline HC1 at bedtime. This may be increased
by 25 to 50 mg. as necessary in the bedtime dose to a total of 150 mg.
per day.

Hospitalized patients may require 100 mg. a day initially. This can be
increased gradually to 200 mg. a day 1if necessary. A small number of
hospitalized patients may need as much as 300 mg. a day.

Adolescent and Elderly Patlents - In general, lower dosages are
recommended for these patients. Ten mg. three times a day with 20 mg.
at bedtime may be satisfactory in adolescent and elderly patients who
do not tolerate higher dosages.

Maintenance: The usual maintenance dosage of amitriptyline HC1 is

50 to 100 mg. per day. In some patients 40 mg. per day 1s sufficient.

For maintenance therapy the total daily dosage may be given in a single

dose preferably at bedtime. When satisfactory improvement has been -
reached, dosage should be reduced to the lowest amount that will maintain

relief of symptoms. It 1s appropriate to continue maintenance therapy

3 months or longer to lessen the possibility of relapse.

Usage 1n Children - In view of the lack of experience in children, this
drug 1s not recommended at the present time for patients under 12 years
of age.

Plasma levels: Because of the wide variatlon in tre absorption and
distribution of tricyclic antidepressants in body fluids, it is
difficult to directly correlate plasma levels and therapeutic effect.
However, determination of plasma levels may be useful in 1dentifying
patients who appear to have toxic effects and may have excesslively
high levels, or those in whom lack of absorption or noncompllance

i1s suspected. Adjustments in dosage should be made according to the
patient's clinical response 'nd not on the basis of plasma levels.

OVERDOSAGE: Manifestations - High doses may cause temporary confusion,
dlstrubed concentration, or transient visual hallucinations. Over-
dosage may cause drowslness; hypothermia; tachycardia and other
arrhythmic abnormalities, such as bundle branch block; ECG evidence

of impaired conduction; congestive heart failure; dilated puplls;
convulsions; severe hypotension; stupor; and coma. Other symptoms

may be agitation, hyperactive reflexes, muscle rigidity, vomiting,
hyperpyrexia, or any of those listed under ADVERSZ ZEACTIONS.

All patients suspected of having taken an overdosage should be
admitted to a hospital as soon as possible. Treatment 1s symptomatic
and supportive. Empty the stomach as quickly as possible by emesis
followed by gastric lavage upon arrival at the hospital. Following
gastric lavage, activated charcoal may be administered. Twenty to

30 g. of activated charcoal may be glven every four to six hours
during the first 24 to 48 hours after ingestion. An ECG should be
taken and close monitoring of cardiac function instituted if there

is any sign of abnormality. Maintain an open airway and adequate
fluid intake; regulate body temperature.

The intravenous administration of 1-3 mg. of physocs
has been reported to reverse the symptoms of tricy
polsoning. Because physostigmine is rapidly metakt
of physostigmine should be repeated as required p
threatening signs such as arrhythmias, convulsicn
recur or persist after the initial dosage of phys:
physostigmine itself may be toxic, 1t is not recec
use.

tigmine salicylate
Zie antidepressant
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ticularly 1if life
and deep coma

Because
* routine

Standard measures should be used to manage circula“cry shock and
metabolic acidosis. Cardliac arrhythmias may be tr ed with
neostigmine, pyridostigmine, cr roprannlnl.  Sheu'd sardiac
fallure occur, the use of digitalls should be considered. Close
monitoring of cardiac function for not less than e days 1s
advisable. Anticonvulsants may te given to contrci convulsions.
Amitriptyline increases the CRE depressant action, t not the
anticonvulsant action of barbiturates; therefore, - inhalation
anesthetic, diazepam, or paraldehyde is recommended for contrecl
of convulsions.

Dialysis
the drug.

of no value because of low plasma concentrations of

3ince overdosage 1s often deliberate, patients m
by other means during the recovery phase.

attempt suicide

Deaths by deliberate or accidental overdosage have cccurred with
this class of drugs.

HOW_SUPPLI.

Amitriptyline Hydrochloride Tablets are suppiied ir the following
strengths and sizes:

10 mg. teblets, pink, film—cqaced, round, convex ir bottles of 100,
1000, and 5000.

25 mg. tablets, green, film-coated, round, convex ir. boitles of 100,
1000 and 5000.

50 mg. tablets, brown, film-coated, round, convex ir. bottles of 100,
1000 and 5000.

75 mg. tablets, purple, film-coated, round, convex in bottles of 100,
1000 and 5000.

100 mg. tablets, orange, Tilm~coated, round, convex in bottles of 100,
1000 and 5000,

150 mg. tablets, green, film-coated, round, convex in bottles of 100,
1000 and 5000.

Dispenae v well_clnend P roabp vt o0 - L




Plasma levels: Because ol the wide varlalion lilgiile dbsulpuivii dud
distribution of tricyclic antidepressants in body fluids, it is
difficult to directly correlate plasma levels and therapeutic effect.
However, determination of plasma levels may be useful in ldentifying
patients who appear to have toxlc effects and may have excessively
high levels, or those in whom lack of absorption or noncompliance

i1s suspected. Adjustments in dosage should be made according to the
patient's clinical response :nd not on the basis of plasma levels.

OVERDOSAGE: Manifestations - High doses may cause temporary confusion,
distrubed concentration, or transient visual hallucinations. Over-
dosage may cause drowsiness; hypothermia; tachycardia and other
arrhythmic abnormalities, such as bundle branch block; ECG evidence

of impaired conductlon; congestive heart failure; dilated pupils;
convulsions; severe hypotension; stupor; and coma. Qther symptoms

may be agitation, hyperactlve reflexes, muscle rigidity, vomiting,
hyperpyrexia, or any of those listed under ADVERSE REACTIONS.

All patients suspected of having taken an overdosage should be
admitted to a nospital as soon as possible. Treatment 1s symptomatic
and supportive. Empty the stomach as quickly~as possible by emesls
followed by gastric lavage upon arrival at the hospital. Following
gastric lavage, activated charcoal may be administered. Twenty to

30 g. of activated charcoal may be glven every four to six hours
during the first 24 to 48 hours after ingestion. An ECG should be
taken and close monltoring of cardlac function instituted if there

is any sign of abnormality. Maintain an open airway and adequate
fluid intake; regulate body temperature.

The intravenous administration of 1-3 mg. of physostigmine sallcylate
has been reported to reverse the symptoms of tricyclic antidepressant
poisoning. Because physostigmine is rapidly metabollzed, the dosage
of physostigmine should be repeated as required particularly if life
threatening signs such as arrhythmias, convulsions, and deep coma
recur or persist after the initlal dosage of physostigmine. Because
physostigmine 1tself may be toxic, 1t is not recommended for routine
use.

Standard measures should be used to manage circulatory shock and
metabolic acidosis. Cardiac arrhythmias may be treated with
neostigmine, pyridostigmine, cr propranolol. Should cardiac
failure occur, the use of digitalis should be considered. lose
monitoring of ecardiac function for not less than five days 1is
advisable. Anticonvulsants may be given to control convulsions.
Amitriptyline increases the CNS depressant actlon, but nct the
anticonvulsant action of barbiturates; therefore, an inhalaticn
anesthetic, diazepam, or paraldehyde is recommended for control
of convulsions.

Dialysis 1s of no value because of low plasma concentrations of
the drug.

Since overdosage is often deliberate, patlents may attempt sulcide
by other means during the recovery phase.

Deaths by deliberate or accidental overdosage have occurred with
this class of drugs.

HOW_SUPPLIED:

Amitriptyline Hydrochloride Tablets are supplied in the feliowing
strengths and sizes:

10 mg. tablets, pink, film-caated, round, convex in bottles of 100,
1000, and 5000.

25 mg. tablets, green, film-coated, round, convex in bottles of 100,
1000 and 5000.

50 mg. tablets, brown, film-coated, round, convex in bottles of 100,
1000 and 5000.

75 mg. tablets, purple, film-coated, rcund, convex in bottles of 100,
1000 and 5000.

100 mg. tablets, orange, film-coated, round, convex 1in bottles of 100,
1000 and 5000.

150 mg. tablets, green, film-coated, round, convex in bottles of 100,
1000 and 5000.

Dispense in well-closed, light-resistant containers as defined in
the USP.

CAUTION: Federal law prohibits dispensing without prescription.

Manufactured by:

IKAPHARM, LTD

Kfar Saba, Israel
Distributed by:

DANBURY PHARMACAL, INC.
Danbury, Connecticut 06810, USA

Revised: February, 1G6E4
5456, SU5T, SUs5B, 5459, 5558, 5559
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N 1984

NDA 88-635

Danbury Pharmacal, Inc.
Attention: Nessim Maleh
131 West Street

P.0. Box 296

Danbury, CT 06810

Gent lemen:

Please refer to your abbreviated new drug application dated December 9,
1983 submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for the preparation Amitriptyline Hydrochloride Tablets,

USP, 150 mg.
on nravidee fnr_ voi tA renackaacs the myed by
M(bM - Confidential Business
The application is deficient and therefore not approvable under Section
505(b) of the Act as follows:

7.

It fails to provide adequate.information in the labeling:. We
recommend the following: : .

Revise the package insert 1in accord with the accompanying
labeling guideline. .

In addition, delete the "a" from the Federal Caution statement
that appears at the bottom of the insert.

Also provide for the name and place of business of the
manufacturer and/or distributor.

At the time of the next printing, consider printing the strength
of product in bolder print on the container label since it

appears on the same line as *"USP.“

It fails to assure that the dosage form has the proper identity,
quality, purity and strength. We recommend that you conduct all
compendial tests and specifications on the drug product.

It fails to 1include a description and tests that you use for
your container/closure system.
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4, It fails to include an expiration dating based upon stability
data for the drug ©product when packaged 1in your
container/closure system. In lieu of this data, we recommend
that you use a tentative 2 year expiration dating.

5. It fails to include a properly executed Form FDA 356H. (Check
the block marked Abbreviated application.)

The file is now closed. If you wish to reopen it, the submission should
be in the form of an amendment to this application, adequately organized,
which represents the information necessary to remove all deficiencies we
have outlined. For those deficiencies related to package 1Insert
labeling, we suggest that you incorporate the suggestions noted, then
prepare and submit draft copy for cur review and comment.

If you do not agree with our conclusions, you may make a written request
to file the application over protest, as authorized by 21 CFR 314.110(d).
If you do so, the application shall be re-evaluated and within 90 days of
the date of receipt of such request (or additional period as we may agree
upon), the application shall be approved or you shall be given a written
notice of opportunity for a hearing on the question of whether the

application is approvable,
rely
QNI z'z/gsL
a ife, M.D.

Director

Division of Generic Drugs

0ffice of Drug Standards

National Center for Drugs and Biologics

Enclosure: Labeling Guidelines

cc: BOS-DO
HFN-530
KJdohnson/JdMeyer/CSmith
R/D INITIAL JMeyer/MSeife
mm:1/26/84 (4706¢c)

Not Approvable D'W/t&,‘e/ I @(34'

%lm@f T



REVIEW OF PROFESSIONAL LABELING
ANDA - FPL

DATE OF REVIEW: 1-9-84

ANDA #: 88-633 (75 mg)

$3-534 (100 mg)
88-535 (150 mg) NAME OF FIRM: Danbury

AME OF DRUG: Generic: Amitriptyline Hydrochloride Tablets

DATE OF SUBMISSION: 12-9-83

. MENTS:

Container: Satisfactory (100s, 1000s, 5000s )

However, we encourage the firm to consider placing USP on the line
above the strangth.

Insert: Not satisfactory
a) Must revise as per our current Guideline
b) CAUTION: Delete "a®

¢) - Also, must add name and place of business of the manufacturer
and/or distributor.

4) The HOW SUPPLIED section must include only those strengths and
contaienrs which are approved.

RECOMMENDAT IONS:

1.

2.
3.
4.

ce:

Inforam firm of the above comzent relating to labels.
send current Labeling Guideline.
Request that the firm prepare and submit revised insert labeling.

The “How Supplied® section must include only those strengths and
containers which are approvad.

dup
KTJ/c1/1-9-84




—/{ DEPARTMENT OF HEALTH & HUMAN SERVICES

ol S - WM’. WOrahaum
{ . :
TO tManufacturing Review Branch (HFN-322) DATE: 12-28-83
Division of Drug Quality Compliance
FROM :Division of Generice rruus
Requester's Name VLG o3 PHONE: 443-i030

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: __u—¢n3 (10 ~yg), 83-021 (25 ;ws), %8-6223 (59 )

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: _ailriptyline ECL Saislets

DOSAGE FORM AND STRENGTH(S): B
DRUG CLASSIFICATION: ‘ . ‘ PROFILE CLASS CODE:
(Priority) Aor B 1C Other
APPLICANT'S NAME: BNty Puarmacal, Ine.
y _ADDRBS: i3l {lest street, P.o. &l dax 220, Janmry, OF  UGtly

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility).

1. apolicant xepackager US| &
(b)4 - Confidential Business
. aperoval of 86-610(10 mg) b
86-859 (25 mg)

86~857 (60 mq) ﬁ
Comments: ( ) See Attached. : IAkunva'“DRD~bO3 12-47
' ( ) Actual on-site inspection requested :

Reason:

Y

!llll!!ll*ll!?llllil!i'll!ll!llIll!.lllliil*!l!llilllllllil!lll!!!i!l!ll!l!i.ll’

*~ PFOR HFN-322 USE ONLY: » L , Lo o 1
l Request Rec'dr L ': . Inspection Reduested§ [
T Tl e
A Firm(s) are in Compliance With GMPs: . Cyo VA
ﬂBasis for Decision. . T
N 'Reviewing CSO: Concurrance:
- ; oy
i ge: HFN- -
;? HFN- ; »

D HFN-322
FORM FDA 3274 (1/83)
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MDA 88-535

Danbury Pharmacal, Inc,
Attantion: Nessim Malah
131 West Street

P. 0. Box 295

Danbury, CT 05810

Gentlemen:

Wa ackaowledje the raceipt of your abbreviated new drug application
submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmatic Act for the following:

NAME OF DRUG: Amftriptyline Hydrochloride Tablets, USP 150 mg
DATE OF APPLICATION: Decenber 3, 1383

DATE OF RECEIPT: January 3, 1984

Ye will correspond with you further after we have had the opportunity to
review the application.

_Please identify any comminications comcerning application with the

NDA number shown above,

Dirsctor ;
Diviston of Generic Drugs

Iffice of Drug Standards

Hational Center for Drugs and Biolagics

B0S-DO DUP HFN-530

;]l(_:ll\('leyer/% \Y:i;/ (\ql 84/
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NDA NUMBER

5? 635~

NOTICE OF APPROVAL

MU DR ARPLICATLE W e aER T TR AFRRG. L LETT T D
mwf;".‘w_:ts;_;&w [ERpproe & X! ¥R OHI i ”
: Bureau of Drugs
Press Relations Staff (HFI-40) m
{] Bureau of Veterinary Medicine
ATTENTION
Forward original of this form for publication only after approval letter has been issued and the date of
approval has been entered above.
TYPE OF APPLICATION CATEGORY
. SUPPLEMENT ABBREVIATED SUPPLEMENT
(omainaLnoa [ .55, ORIGINAL NOA ) 10 ANODA XX] Human [} VETERINARY

TRADE NAME (or other « doesignated name) AND ESTABL.ISHED OR NONPROPRIETARY NAME ¢if any) OF DRUG._

Amitriptyline Hydrochloride

DOSAGE FORM. blet ﬁ!ﬁﬂl Amu Howa:;tsaisnsso' Sore

ACTIVE INGREDIENTI(S) (as declared on label. List by established or nonproprietary name(a) and include amount(s), if amount ls
declared on label.)

amitriptyline Hydrochloride, /S 5%;;.

NAME OF APPLICANT (Include City and State)

Danbury Pharmacal, Inc  (Repackager)
Danbury, CT 06810

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
Antidepressant

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TQ PROVIDE FOR

FORM PREPARED BY
NAME DATE
C M Smith .
FORM APPROVED B8Y
NAME DATE
J L Meyer

FORM FD 1642 (2/7%) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.



